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wmmtmttm tmz. d < 10-502 938 -^#g) 0 

? (recombinant human keratinocyte growth factor) 7jc?5§$& ©!£&;* X J: & ^?§4£ 
«yfi»©^J«*#PIW"rsfea&K:^ 1 0 Ommo l/LJ^icD^ocv^SfefiO. 5%©^ 
>&irC#^M£^;&nt"3Ci:#^S>ti"tV^ [Journal of Pharmaceutical Science, 
vol.83, No. 12, 1657-1661 (1994)] 0 fa&7kmWi<Dmx Y U Xte&Z^&lffiMfa 

4jjtt»«t***J:tTtt ^U->>£fc{±fc;*3^>l^?£&JBv\3c:i: (WO 0 2 
/1 3 8 6 0&$8"K 2%&Lh©#U ti-;Vtn U FV&gsAD-r-SCLi: [Pharmaceutical 
Research, vol.11, NO. 5, 624-632, 1994], U >WM®W&5 &.TfWLttxf- Y U *A;fe itFx' 
;Vh-X^i)P-r§Ci: (^¥3-5 0 44 9 9f&t) &if#$3l£;h,Tl^o 

i 

RH&44© 2 fiflc#J£j££*l-£t*V> tit [Biochemistry, vol.38, 13960-13967 
(1999)] 0 ^tztimozmfattt bfcftte&JS-ZtiZhs $k R±£M, «jE*if©giJf^M 
^SI&jBc^tlSAWt* 1 ** (#^¥ 10-502938 -5§2;?B)o 

ftTV^ (4WP 10-50293 8^&$g)o 

l 
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*mWte££T(D (1) ~(2 5)^|fTSo 

(5) ta^M^^O . 0 1~ 1 5 Omg/mLffe^ ±1B ( 1 ) ~ (4) CDV^Tti 
*»l£fcIB*©:frifeo 

(6) tfV*/><Dmm&l 0-v3 0mg/mLT-fe^ ±|H (1) — (3) (D^Tti 

(7) ^>^©M^#0. l~5 0mmol/Lf^ ±1B (1). (2) 
(4) (D^iTtifrimzsdMOJS&io 

(8) *e.fc^*>ttiMBSttsi&$*"r*J:ia d) y (7) ©^-rn^i^tc 

IB*«©;£&o 

(9) ^©pHAS4~7©itefflF , 3^fe^J:IB (1) ~ (8) VNTtL^ 1 fitcflBtt© 

(10) JJt^h Mbinift^&ab h intffc-T! & 3 ±13 (1) ~ (9) <D\,^?tifrim 

(1 l)^^^>^U^i>'KGD3^^^ta**SJ;^CC^*-i'>^#:4 
Ts CCR4b^o) teftTZfofa(DUirtitir>(DtfifoX'$>%±m (1) — (10) ©V>-f 
tl>^ 1 ^£§3*&©;£ffio 

(12) ^'J ^>i5J: W&Mt^i ^#©qT^tt:£i^fc©£ 
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» 

Mo 

(1 5) ffii&mmftO. 0 1 — 15 Omg/mLtfe^ ±IB (12) ~ (14) 0 
(16) ^ 'J *»©«£# 1 0~3 0mg/mL-efe^ _tf3 (12), (14) :&£ 

v d5) m^mfrimtetzmomMo 

- » _ < 

(1 7) ^x.>K©»ftA*0. 1~5 Ommo ±H (1 3) ~ (1 5) 

(is) *&t^>f *>tti?®«ttsa^*-r*±ia (12) - (17) ©v^na> 

1 ^£eB®©Mftlo 

(19) ?§?£©pH#4~ 7 ©®Hl*n!fe 3 ±1B (12) - (18) (DWTtiiPim 
(2 0) irtfttft Ubifcflcg-fcttfc hJn*T-fe£_tfB (12) ~ (19) ©Ufnfr 

i mtemmomMo 

• (2 1) &mifij}>try#*/ KGD 3C^t-^>ia#:*5j:^CCR4^t-€.*n;^:£Dl> 
•ftl^©in;<*:T*fe^±lB (12) — (2 0) (D\,^~ftifr 1 JMKH3^©M£!lo 

(2 2) ^U^>%^^fcb"r#*-r*Ci:%^fr^, ^M*-e©ta#:0nr 

©*J^M*J:tR?«rt4Syil*©^riaWiaT!ft* N _t|3 (2 4) ie*0jftffc©56B£fl5iW« 

&fe¥ffi&z.vmt\sx&, unbind t bim-^ififi^-f^n, mtzs tMb^ft* 

b vifift^fcb b h 1&ft<Dm%l<!>tfm<D VH rfe^tf VL ^ b hinrffc© CH 33 <tt^ CL 

£fr£&&j5Wk£v'>-5o t hg^^tnrffc© ch £bTti, tb-fA;^D/ij> (wFn 

hlg ii^fBt"^) fcJSt-ftJii^&SfcC-efciVv^ MgG ^*©fc©#$m-t*fc *K 

hlgG ^^CMTa hlgGb h!gG2. hIgG3 N h!gG4 fcVioifc'U-^^CVvfft* 



WO 2005/033143 



PCT/JP2004/014903 



it -5 o 

b h M CDR gfflflftft i: & N b h W&GtftmvWt® VH :fc «fc t>* VL © CDR £ t b jjvfr© VH 

hm cdr t h \m-<Dmm<Dim<D VH VL © CDR 

b birC^©VH *i!f?L©7V-A9-^ (fiCFs FR h^j!B*3*-S) fcSWSUfe vi«*3 
— F-f 3 cDNA S^&K $glU b hiivfc© CH CL &rz — cDNA %^~?2>M%!) 

t hSJCDR^flffilcffcoCHfcUTttx hlg £Jg1-;ft,«i^& &&©-£& hIgG^5 
*©*>©#£?jST*&!K * UgG ^^^fcJR-TS hlgQU hIgG2, hIgG3s hIgG4 fc^o 
fc^:7^X0V^ftfe/8i^£i:#T-§;f>o ££x t M CDR ^fitJntffc© CL £ bTteu 
hlg CM-rft{3^-fft© &©-£<&«£<< Ar^-7^fe^V>«A^^^©*)©^^VN^di:>63-e 

#ft-r«j«W4s bh**gjfii»; >;^^#nu eb e^i/^&^&^^-e-^ 

^ ^7 ij -li, bh B ^*6W»bfcttf«te^*7r-y*^?K:fliA«ckK:J: 
!9'Fab N scFv 5:^0|iiMM-47 75 'J-fifeSo i?^ ^ 

&S>fcU Jte^FX^fltj^ifefcJit) 2*0%&&Hf!&£ZJt 2 #©5&£& L ^fr £ & 3 b h 

l&^^>©b htrt^©#M^{± N ii#©b ^Jy.^©l^Ji^T•fTt>i^•tv^^/^'f 7U v 

#%BJI^M£ft&^te©r#£LTfi^ Fab N Fab\ F(ab') 2s scFv N diabody^ dsFv&J; 
IF CDR £#tr ^7*5^ K & t f £ tl% o 

* 
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Fab igG sjm^&s&fftMfffflit'vw >-z$m ut^tisirJt©? (h m 

© 224 #gCD7-^y^^T'W^n^), H ^©N^MiffrN^i: Xti/? -Y 

So WHftfa® Fab h"TS DNA ^M^Mffl^^^^— &£l>(i*|££% 

Fab &nyg-rs £ ^#-e § So 

F(ab'),fcj\ IgGM^^^ilSS^^^.^>T-^SUT^&n-2.»fM-©-5*» (H 
®fj© 234 #a©7* y^»-£TO£ft<5>)> Fab #fc>^i$©$>*;i/:7^ KtS^S^U 

§5o TIB© Fab'*^^-^— ^;i/^fe^VN{i^^;V7-f f^-TS 

Fab'fciu ±t3P(ab , ),©t>y««©^,n/7-f Kl^^tDBf Ufe^«» 5^©|ftjg«| 

wonfoo Fab'ifM-^n— h*-rs dna zmm^wmftm^? %>%w±n 

scFv 1 VH J: 1 VL t&ffiMte^T'?- t* U (J£Hn P tmtttz) %m 

V>T*I6 VH-P-VL fcv<> b« VL-P-VH aj? U ir*- i^a&^tefc*r*Sfcft:»rJt- 
*%WZ@e.m$tiZ> scFv £tC#:© VH & J; IF VL KfS cDNA U scFv £ 

n-K-rs dna &#N6u ^ dna zmmzLyommm^z * — $>z>wzm%&Vdmmm^? 

diabody scFv ^"M^b bfcift^ifit^s — ffiOjaM^tSttS^^-SJii^^-t? 

t-3££fc^§So#280J3-t-^/B£*i3 diabody te.inrffc© VH&itf VL cDNA 
&®tf#bs scFv DNA % U >*-®7 ^ y 8 ^SWT i: § <t 

a £#tig urn dna &m&£kommi'<9 * -ftz^izmmzimmmi^* * -kzmx u 
mmi^**-*mm&®&2>wz$m£.VB^mxirz ^ttiD sees*, mmr z c 

dsFv it, vH;fe<};zjf vl ^©^*ven lr^i^M^r-f >sscg»bfc#y's. 

-f >»SK:llifcf *7 ^ y«8aMA Reiter £C J; b (Protein Engineering, 
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7, 697-704, 1994) £^oT. fflk&&im&r*Mte&3^Xmi't Z C t&X-%2> 0 * 

mmxmmztiz dsFv « N ^0 vh & vl 43— h--r.a cdna *«twu dsFv 
Firs dna &*ftu e dna *m^tomtt?**—ibSK&m^mmiE**#9'- 

CDR *^tf^r^- Mi % tt^Sfeti^*^^ h* U >£-&tf- LT^$#^ £ 
h#T*§3o CDR ^if^rT^ l*Hu VH jS&Tf VL CD CDR £3 

-K:T3 dna &$t^u is dna *mm&®mmm^#—&%\,^±mk<Si®mmm'<#* 

M&?Z>Zb&X'%Z>o £fc v CDR ^ts^.^H«. Fmoc & (7/M-l/=/M^7M-3r 

GDSfc^n^e^^n-t;^ CCR4 fc^f-S^y * n-t;vlii#*^fe«f e.ti§ 0 
# > 7 V * > h* G D 3 izft-r z * y tr n -±)\,mk t bT v^x^y^n -^-^^ 

KM-6 4 1 (#ft=3 0 0 6 9 4 t vlrC^KM- 8 7 1 (#H¥5-3 0 

4 9 8 9X t bffiCDESP«ttW*KM-8871 (W001/23432) %iififi$>tft>tl2» 0 CCMlZMTZ 
i7U— j-frtfiifctisTiZs b hm^r^^mfcX&Z KM2760 (W001/64754X irC CCR4 t 
h^CDR^j5TS#:-t-fe^KM8761 (W003/18635) ?fc^fe(fe,n^o 

#?80j3£:fcv>T. ^Wfi-n^fcii. m^.<Dv^y^ tm-ertitcte^r Yffi&ifim 

&®m\stc i b<Z>ij i %>tf £tl3o £fciitft&©Fab©m\ Fab if#-© Hit Lil#;* £>Cf|^b 

*»wfc*v^*Cs ^sttaywfrkttu «&«t$i^b& if t .t d ©sb.M£#*t* 

U *b<*^#ffiTbfc^;i&sjfc6-U ^-fbbfcfc©£v>5o b£#oT. 
IS2-4i#ffe-5o 

&ft«#£fig^£ft&v^ M*^^«in;#i3ct^in^)©^^^©ii^u ^ft££ 
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mm*^o4&mmita0&mMfi&£.i$^T* mm&t^x^ o. o i~i 5 0 

mg/mL0ttH*T?&HttV^m-l!fe.UN# % $?3;L<fctO. l-5 0mg/mL, £ t> 

#»W© * T* ©#c#© 5(B6fl3^«c* cfc V«f* 4> T- © ql«tt^f*:©5fe jsaaquw^a |c 
*5^T. miSa-r^^V^XOmt, ^J^>lgtUtlO~3Omg/mL0|gI-efe 
ft«^?°tvT?fcctl^ ^K(i2 0~2 5mg/mL s «k b < & 2 2 - 2 3 m 

g/mLW5.n^, mna-rif u ^>»>, 

^^©^^^©^©^^^^^^^^^^©^^^©^^gj^Sfc 
£^T, »an«*x.>«©*fci\ *x.>tt»fti:b*ro. 1-5 Ommo l/L©f§B 
^fcftfcfU-fft-efccfclNj&s, ff$L<iiO. 5-2 Ommo l/L, cfc t> £ L < {i 1 — 
1 Ommo 1/L1fi$>tf ?>nSo ^AOl" -S^x>^©J£fi£ LTll #^>M, 2 

■f- v y ^ a & ^©^a?j ^fF^^n^s ^ x. >^©^i & if w & 0 

*JSro©*t*WS«+7? ®fftffc<Z>&£4b#ttH\ ^*^©iafl£©TOtt^£#©ifej£iJ}] 

*»W©«W9lC*W-ajni«c©«JSi:UT»±^ 0. 0 1-15 Omg/mL(D*tCiih 
{cfV^-ftlT-4)cfcV>*3, #£b<te:0. l~5 0mg/mk iD^b<lil~20mg 

*miK&\y%>iry>>><o^m*.^ ?»*/>mm.h\sX 1 0-3 omg/mLoii 

T-fcft^-ftv£fc,fcV^ ffil<tt2 0-2 5mg/mL, J;5»*U<tt22-2 

*»roC*W-*^x.>«©$*M^ ^x>Sj|UJ:bTO. 1-5 Ommo 1/L© 
fSH^&ft«^TmT-fcefc^# s $?£U<«0. 5-2 Ommo 1/L N <fct)^cfeb<l± 
1 — 1 Ommo l/LASfeif^n-So ^An-r-5^x>^©^^i:b-C(i> ^x>^, ^;e. 

U<(ctO. 01-1 Omg/mL, «fc t)$?£ L<f±0 . 0 5-lmg/mL, I^ib 
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<(i0. 1~0. 3mg/mLWf,ti5o 

v>&s t^>m, mm, m^m. zk^b-^-hu^A, zj^b^u^Afc^© 

1> W\d-x> v>^f— ;k V;i/bh— ;w ^r^U ^if©$l^)^T;i/n--;v^ 

b U b KDdr->^Dlf;Hr;VD— * N b Fn3^>:rnb,>l/.?<^;i/ 
-b;i/D-^^Jf©-fe;i/n— ^t;v^;1/oi-^;h^ n tfU^U^Uri— ;k #Ub^;i/ 

i/T-v-;K W>J3- ;i/^hUe7A, a-h37xn-;K |^ih37xD-;K 
L -773;i/t>i, mmm7m± h r> An b D t> A N IfDlIit b i; t> A N 
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Mz&AL, rfA^ N r^*** u i£*M?Ji:bfco ztit> commix m 

m&immrFXfi^tco tfcffcfcJu #H¥5 - 3 0 4 9 8 9I3«©#&^§^b&:#>^U;a- 





(m g/mL) 




P H 




2 


]) : 1 Ommo 1 /L 


6 


M 2 


2 


f^ym : 1 0 mm o 1 /L 


6 


«3 


2 


^^g^ : 1 Ommo 1 /L 
W^b— )V \ 50m g/mL 


6 




2 


: 1 Omm ol/L 
^JJ : 2 3m g/mL 


6 


5 


2 

_ 


^^f^ : 1 Omm ol/L 
^ : 2 3 m g/mL 
#J|y^<-f8 0 : O. lmg/mL 


6 



ws^n i -r-ti^ £ ntz &m,mMM & 4 0 °c, 1*3 ns«# u fc« N wt© ism^s gto 
(i) vvm&omimm 

(2) 

K««S!l©rtSa[*5*5^n-fe^c««iu **fl*Htefl£W- (B&.U-3 3 0 01) 
T% M4 0 0 nmC^I^TO ( O.D. 4 0 0) §I^bfe. 
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(3) WJiHPLC 
(HPLC^ffi 

* 7 A : TSKgel 63000 SWXL OfcV— ) 

*i:0. 3raol/L h 'J^A^ttt, 0. 5mol/L U >j 

: 2 8 0 nm 
Its! : 1 mL/m 1 n 
: 4 0/zL 

ggg : L C - 1 0 A*>X^A (AWHftftr) 



?ffit^{Mi (%) = -x ioo ( l ) 



M«©mn£Yb#i$#J$?tJ^— Lts fe*T©5£ (2) ££!Hb^flt)#P^m& 

r 

ik^toftM^m (%) = -x ioo ( 2 ) 



(1) rt§*©B«tl*:feJ:tf (2) ®g (0.D.4 0 0) «Bje©!ig*&S&2Sifcj3sLfco 
»2*fc:feVvt»ft (O.D.4 0 0) ©flH±aj*fl[*>fe*WI!ffl[*JlbSI* % «#I8F^ (4 
0°C, UrM) +©i#>bn:fi&5TiL£:$©-e&3o 
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2 



4 0t, 






OJD. 4 0 0 (DigtoM. 

r 


Ml 




0 . 0 0 2 




llll. 


0 . 0 0 0 


M3 




0 . 0 0 2 


M2r 4 


AS 


0 . 0 0 2 


M5 


iiin 


0 . 0 0 2 



fco &fe±X<DftB&lZ&\,^xm&. (0.D.4 0 0) «Dfl|*B:J6tfB«& £>ft&*>o£ 0 

(4o°c. i*r%m) ^(Dmium^^tz^cDx^^o 



3 



4o°c, i *M&mz.$srtz>MtoaL 




«mt4:£-a^ (%) 


ft ffiVa (%) 


i 


0 . 2 0 


1 . 4 8 


M2 


0.20 


0.5 9 


3 


0 . 2 2 


0 . 4 7 


*0f#4 


0 . 0 2 


0.5 1 


#^5 


0 . 0 4 


0 . 4 2 
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tLfzo $ititf£&m¥- 5 - 3 0 4 9 8 9 fcH^tiT^-Stfy^y ^"^ h* GD 3 t^f-r^ 



4 





(mg/ mL) 




PH 




2 


U >^ : 50mmo 1/L 


6 




2 




[uAu « 
✓ • 


0 . 1 mmo 1/L 
1 Omg/mL 


6 




2 

* 




0 . 1 mmo 1/L 
: 3 0 mg/mL 


6 




. 2 


: 

^ U ^ > 


5 0 mm o 1/L 
: 1 Omg/mL 


6 

• 




2 


^U->> : 


5 0 mmo 1/L 
: 3 Omg/mL 


6 



mmm 3 -emm. [stz&UHmm* 7 0 °c. 270 #p^# u&ms «t©is^i e 

(1) f*\&m<DBmmm 

(2) ^S«IJ^ 

•C-s &«4 0 0 nmfc&lt&PR^g ( 0.D.4 0 0) *«iJ^Ufco 

(1) I^MOg^i^iV (2) ®g (O.D.4 0 0)it©^i5i^bfco 
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K§5 



7 o e Cs 270 ®>mu&m 






O.D. 4 0 0 


mm 




2 4 7 1 




Till 

7t\s 


0. 0 0 9 




im 


0.011 


mm o 


•• 7vv\ 


0.020 


1 




0 . 0 3 3 



M7tttiW0gs, mbfrte&w&Mtobtu mm (0.D.400) 

9DfcMUK3ti'*\ (0.D.400) <z>tt*^7fcj*^re*fcfiir>cfcifl«& 

gotten 5 ^&wmmm$me>mu 2 (ts**fi») 

8dfc Lfeo Jntffcfct WO03/18635 fCH^ftTV^ CCR4 t bM CDR ^tifirffcKM 8 

7 6 1 ^/BV^o 



i6 





(mg/ mL) 




pH 




2 


'J>^:50mmol/L 


6 


#L#1 3 


2 


V U ^ > : 


0 . 1 mmo 1/L 
: 1 0 mg/ mL 


6 




2 




0 . 1 mmo 1/L 
: 3 Omg/mL 


6 


«1 5 


2 




; 5 0 mmo 1/L 
: 1 Omg/mL 


6 


M16 


2 




: 5 Ommo 1/L 
: 3 Omg/mL 


6 
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(2) Mj^«0^ 

tW»«!©rt^«*53l5^DHs^/K:jgaiu (B&U-3 3 0 OS) 
T-s *fc^4 0 0 nmfcfettaiBbteflt ( O.D.4 0 0) £«Jfebfeo 
(1) rt&*©Bffi«SE:feJ;tf (2) «Jfc (O.D.40 0) 7 *fcwbfc. 



7 



7 0°C S 2 1 0#RS&#& 






O.D. 4 0 0 






0.698 




»f ■ ■ j. 

SI IE 


0.079 


Wfil 4 




0.006 


«1 5 


At i f. 
7TT\ 


0.056 


6 


TIIL 

7T%\ 


0.024 



mfii 2-e\±simm<z>Mm, mbfrte&m&ggiibbn, mm (o.d.4oo> §m^m 

»iMi«Jfc£ft1\ StzMm. (O.d.4 o o) ©iit$«i 2.fc:Jt^gI:gfc:iKi>£fc 

mmm7 &vHb¥m#m vmmmmom mnmm) 

^&H7;K:aAU rfA&, 771/ U £ L o £ft£>©ii 

fftt^TfttBfl&ajlSrF'CfT ofcofcv&fct WO03/18635 fc||^£;h,TV>£ CCR4 h 
S CDR T&WmAfc K M 8 7 6 1 £ffl^fc 0 



14 



WO 2005/033143 



PCT/JP2004/014903 



8 





(mg/ mL) 




PH 


yikyS 1 i 




U'>» : 50mmo 1/L 


6 


Wfil 8 


2 


^^>^ : 


: 0 . 1 mmo 1/L 
: 1 Omg/mL 


6 


mxi 9 

* 


2 




: 0 . 1 mmo 1/L 
: 3 Omg/mL 


6 


m%2 o 


2 ' 


: 5 Ommo 1/L 
^U^> : 1 Omg/iL 


6 


M2 1 


2 


^x>i : 5 Ommo 1/L 
^U^>> : 3 Omg/mL 


6 



mams ^m&^i^&vibmmftfmtwmmm&mm &%.mm) 
mmm 8 t-ii^? titz&uuBkm* 4 o -a i * j§ hhr* rtg*ft«siT<z>&tt 



(HPLC^#) 
* 5 A : TSKgel G3000 SWXL (IV — ) 

^t&*B:0. 3mol/L Iftth'J^A^t^ 0. 0 5 mo 1/L V >fflMM® 

W&fcBk : 2 8 0 nm 
^t?S : 1 mL/m 1 n 

: 4 0 juL 
m.W : L C - 1 0 Ai>^^A 

(%) = — -xi oo (i) 
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it^^mm^m (%) = — -x 1 0 o (2) 

PLC ©^*%^ 9 ^fc^ bfco «l£tt*>> *>$!J8iffi£M LSI ^ 



i9 



4 0°c, i*-Hia«#fc*ttsi|jiin* 




qT*ttg?£# (%) 


fl&m&tm (%) 


7 


0.11 


0.9 6 


^18 


-0.02 


0. 44 




0.02 


0.47 


M2 0 


-0.05 


0.35 


M#2 1 


0.05 


0.3 8 



^m^&i&&±mt¥ftfrM®(D^?nte&^x<b,ti! i fi 1 7 18,^19, 

fltl^T-r-fTofeo Jntffcte WO03/18635 KIB55*<*ftTV>* CCR4 Kft-fZ t CDRjf£ 
1gJn;#KM8 7 6 1&JBI>& 0 



SB1 0 





(mg/mL) 




PH 


M2 2 


4 


^3i>^ : 2 mmo 1/L 

^U^>> : 2 2. 5 mg/mL 

^ V V;K- 1-8 0:0. 2 mg/mL 


5. 5 



mmm 1 0 «**2>&£ttflgB ( 4 0 °c«#) 
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sftozmu p l c cfc d %m u&jfett&Mi u^o 

(HPLC^ff) 
*7A:TSKgel G3000 SWxL ($V-) 

*£!&*B:0. 3mol/L ^b± h V t> A£^t? N 0. 0 5mol/L U >WM%&W& 
WJSifcft : 2 8 0 nm 
ffiM : 1 mL/m 1 n 
tAI : 4 0 # L 

: LC-1 OAS^^^A (^#Mf^Bf) 
«f©«W*lT«Stt^i*:t-^li«ti: LTv J£TF©5£ ( 1 ) tit) W^tt^^S* 

-zsmmg&ft^m (%) = — — x ioo ( i ) 



{t¥W}$m®$m (%) = 



* 1 0 0 



(2) 



^;i/^7iHPLC©^<&^l lCiUfeo £&tt^£fflfr&*^tt&£L3l$. fit$ 
SUM (4 0°C> 1*8) *©i#;ta;B£^LTV^o 



1 1 



4 0°C, 1 >rMM<%&K:%itt2>mm 




nj^tt^^ (%) 


imttofrffim (%) 


M2 2 


-0. 0 2 


0.4 6 



^^>^cfctJ t ^u>>>^t?»2 2« N qr^^^i^b^^tJovA-rn 
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mmm 1 1 mMv&fcmm ( 7 0 *cm?) 
( 1 ) f*3^© summ 

(2) 

T*> $S4 0 0nmt^|j-§tM ( O.D.4 0 0) £$J^L£:o 



♦ 

12 



7 0 °C S 2 10 #ffl«^fe 






O.D. 4 0 0 


m&2 2 


gl 1 c 

Trvs 

• 


0.014 
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5. trt^M^* 5 0 . 0 1 — 15 Omg/mLtfe^ ft;&©$SB 1 ^-~4 ©l^T^h^ i 

6. ^>JJ/>0|jt#l 0-3 Omg/mL-efe^ W#©16HI 1 ~ 3 ©wm* 1 

7. *s>|(O|Jttf0. l~5 0mmol/Lf^ If 5t<©^H 1 N 2*5<fct>"4 

9. ^©pH*S4~7©|gH^*It-fe^^©^Hl~8V^-rn^l^^IBa©^^o 
1 0. JnC^t h-fbtft^^fefit hinl#:-^fe^ii^<©^H 1 ~ 9 ©l^-f tifr lJ^fcfS 

<4©;£&o 

t% ccr4 fcws^©v^ti^©^-efe^m*©iBHi~i o©i\-rn^i 

J!£iB^©:£&o 

WW® ^ titzmmamsmo 

1 5. tntffcM^tfO. 0 1~1 5 Omg/mLT'fe^ itO^I 1 2~ 1 4 0VNT 
1 Jg{CS3«©Mo 

1 6. irVisXDm&ifil 0 — 3 Omg/raL-CfeS, i*©^i 1 2 N 1 4*5 <fcV 

17. ^oi>R©aUfiEiso.. l~5 0mmol/LT-^ »*®iH13~l 5© 
V^tlfr 1 ^t|B«©^o 

1 8. tsb\ziM*>&wmm&M&<£m°rzm&<DmMi 2-1 7©wf*tj&*iss 
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1 9. ^tO p H ^ 4 ~ 7 ©^11*1 1 a55 itO^I 1 2~1 8 (D^-ftH^ 1 JgCfB 
pfiiXDtfife-ZfoZm *©^H 12 — 20 <ZH>-fftfr 1 ^tiB^O^Jo 
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